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QUALITY management

policy

(Insert manufacturer’s name) Quality Policy and Quality Objective are stated in Organisation. (Insert manufacturer’s name) Vision, Mission and Values are stated in the Introduction to the Quality Manual.
(Insert manufacturer’s name) operates a quality management system to ensure that therapeutic products are designed and developed and manufactured in compliance with the Australian Code of Good Manufacturing Practice. The quality system is designed to promote continuous quality improvement and prevent, detect and correct deficiencies that may adversely affect the quality or safety of its therapeutic products. 

It is (Insert manufacturer’s name) policy to:

· conduct a program of internal audits to monitor and review the effectiveness of its operations

· record corrective/preventative actions, quality improvement activities, change control, procedure deviations, risk assessments and validation studies

· investigate, assess and review the effectiveness of actions taken

· maintain an effective system of document control and review documents annually

· review service agreements/external contracts annually

· review the operation of the quality management system at each Management Review Meeting

· support the quality management of affiliated cell therapy programs.

definitions

Quality: Conformance of a product or process with pre-established specifications or standards.

Quality Assessment: Actions to evaluate all elements that influence the quality of the product or service.

Quality Assurance: Actions to provide confidence that all elements that influence the quality of the product or service are working as expected. 

Quality Control: Activities used to determine the accuracy and reliability of the organisation’s personnel, equipment, reagents and operations in the manufacture of therapeutic products, including testing and release.

Quality Improvement: Actions to implement changes designed to improve the quality of a product/process. 

Quality Management: An integrated program of quality assessment, assurance, control and improvement.

Critical Materials: All components, materials or supplies, which could have a direct negative impact on the quality of the therapeutic product.

Record: Documented evidence that activities have been performed or results achieved.

scope

This procedure provides an overview of the (Insert manufacturer’s name) quality management system. Detailed instructions for the Compliance Management system, internal audits and risk management are documented in Compliance Management, Internal Audits and Risk Management.
Responsibilities

The Quality Manager is the quality nominee and is responsible for establishing and maintaining the quality management system and ensuring that the manufacture of therapeutic products complies with all regulatory and accreditation requirements. Responsibilities include: 

· approve or reject, as appropriate, materials and therapeutic products

· evaluate process records

· ensure all necessary testing is carried out

· approve specifications, sampling instructions, test methods and other quality procedures

· approve and monitor subcontractors and suppliers, including annual review of service agreements

· ensure maintenance of the quality management systems and equipment

· ensure appropriate validations are done

· ensure required initial and continuing training of quality personnel is carried out.

· ensure product review is conducted 

· ensure documentation is reviewed annually, maintain the Master copy of the current revision of all controlled documents and retain the superseded versions

· oversee the Compliance Management system used to record and action non-conformances, change control, procedure deviations and suggestions for improvement.

· review risk assessments and risk control measures
The Quality Coordinator and Quality Officer assist the Quality Manager in the above activities. 
The Quality Coordinator responsibilities: 
· system administrator for (Insert name of software application), the quality management software application

· manage the internal audit program, including:

· establish and monitor audit schedules

· select and train auditors

· oversee the conduct of audits and reporting of findings

· ensure audit findings are reviewed and addressed within a reasonable timeframe
· authorise audit closure 
· maintain comprehensive audit records

· manage the operation of the Compliance Management system.
· support the quality management of affiliated cell therapy clinical programs.

· provide a regular report of audit, Compliance Management and other quality management activities to the (Insert manufacturer’s name) Management Review Committee and affiliated clinical program management meetings.

· provide the Quality Report to the annual Product Review meeting.

The Quality Officer assists the Quality Coordinator in the above activities

The Quality Manager, Facility Director and Scientist in Charge are responsible for ensuring changes to the facility or any critical material, equipment or procedure used in the manufacture, storage or transport of therapeutic products are managed in accordance with Compliance Management procedures. 

The Facility Director and Scientist in Charge are responsible for addressing deficiencies or deviations identified through the Compliance Management system, including those identified in qualification, certification and/or validation reports.

All personnel must be familiar with the quality management system and aware of the principles of GMP relevant to their duties. 
Quality management system

The purpose of the quality management system is to ensure that therapeutic products meet all safety and quality requirements. Policies and procedures are designed to meet legal and ethical responsibilities, and to ensure best practice in product manufacture. Factors that may influence the quality of the product (facility, materials, personnel, procedures etc) are documented and controlled.

Commencing (Insert year software application commenced use), the software application, (Insert name of software application) has been used to facilitate quality management processes. Information for the operation of (Insert name of software application) is documented in (Insert name of software application).
Monitoring Systems

The internal audit program is designed to evaluate the effectiveness of the quality system, including all manufacturing steps and is managed through the (Insert name of software application) Audit module. Refer to Internal Audits. Audits are performed by trained personnel who do not have direct responsibility for the processes being audited. 

The (Insert name of software application) Compliance Management (CA/PA) module is used to manage and record all corrective and preventative actions, change control, material rejections, procedure deviations and quality improvement activities. Refer to Compliance Management.
Senior management reviews issues raised by these monitoring systems and progress made in their resolution at each (Insert manufacturer’s name) Management Review Meeting. Adequacy and effectiveness of quality system procedures are also reviewed. 

Building and Facilities

Facilities have been designed in accordance with regulatory requirements to ensure protection of the product, to minimise the risk of manufacturing error and to permit efficient cleaning and maintenance. Processing steps take place in an appropriately controlled environment. 

Procedures for use of the facilities, including security, cleaning, environmental monitoring and waste disposal are documented in the Facility Manual.
Equipment 

Specifications and maintenance procedures for equipment used for manufacturing purposes are developed to ensure the equipment is suitable for its intended purpose and the manufactured product meets required release criteria. For more information refer to Equipment.
Each items of critical equipment has a unique identifier, even if there is only one item of its kind. Critical equipment used in the processing of each cellular therapy product can be tracked from the processing records. Critical equipment can be traced from its Equipment Record to each cellular therapy product that was processed using the equipment.  
Critical equipment is inspected for cleanliness and maintenance records reviewed for compliance prior to use on each day of use. 
Equipment operation and cleaning instructions are documented in the Facility Manual.
Personnel

Personnel are trained in accordance with the procedures documented in Personnel and Training. Competency is reviewed annually and recorded on staff member’s Competency Record and in the (Insert name of software application) People module.
Documentation
Procedures for the manufacture of product and associated activities are documented in accordance with Documenting Procedures and controlled through the (Insert name of software application) Documents module. Refer to (Insert name of software application) for document control instructions. 

The Quality Manager is responsible for maintaining a Master hard copy of the current revision of controlled documents and retaining the hard copy of superseded versions.

All personnel are responsible for complying with documented procedures. A controlled hard copy of each manual is available in the facility for easy access by staff members. Procedure changes are communicated to staff members at the (Insert manufacturer’s name) Staff Meetings. If the change is significant, personnel are required to record on the Document Review Record that they have read and understood the change. Training is provided as required and recorded.  

Records

Procedures for record management are designed to provide traceability of manufacturing processes and confirmation of performance. Procedures are documented in Record Management. 

Pest control measures are in place for areas where paper records are stored. 

Control of Materials and Processes
Procedures for the assessment and control of all materials used by (Insert manufacturer’s name) for the manufacture, storage and transport of therapeutic products are documented in Materials Control. Management is responsible for reviewing any proposed change to critical materials to determine if the change requires TGA notification.

Manufacturing processes are controlled to ensure the final products are of consistent and acceptable quality. Refer to Release for more information. Procedures to be followed if a product nonconformance is identified after release and distribution are documented in Recall and Product Alert.
Service Agreements

Policy and procedures for the assessment of suppliers of services that may impact on therapeutic products are documented in Service Agreements. Current service providers are listed in the document. Agreements with service providers are reviewed annually. 
Donor Selection, Donation and Testing

Donor selection is specified for the product being manufactured in accordance with regulatory requirements. Screening tests for infectious agents are conducted to minimise the risk of disease transmission and ensure the manufactured products are suitable for their intended purpose.

Procedures and requirements for donor assessment and selection, product retrieval/collection and product processing, storage and distribution are documented in the appropriate manual (Clinical Procedures, Manufacturing Manual or specific clinical program manual). 

Microbial Testing

Microbial contamination testing is performed on the final product, or as close as possible to the final product, by a TGA licensed testing facility. Procedures for testing and actions required in the event of a positive result are documented in Microbial Testing. 

Products that test positive for microbial contamination are removed from general storage areas and placed in a quarantine location.
Labelling, Storage, Packaging and Transport

Controls to ensure that labelling, storage, packaging, and transport of all materials used in the manufacture of the final product meet specified requirements are documented in the Manufacturing Manual. 

Therapeutic products are labelled in accordance with TGO87 requirements. In addition, cellular therapy product labelling complies with ISBT 128 and FACT-JACIE requirements. Refer to Labelling. 
Instructions for transport and shipping of the final product are documented in Transport.
Product Tracking and Traceability

(Insert manufacturer’s name) assigns each therapeutic product a unique identifier (Product Number) by which it is possible to trace any product from the recipient (or final disposition) to the donor and to track any product from the donor to the recipient (or final disposition). The procedure for assigning the unique identifier and labelling of products is documented in Labelling DOC64. All critical steps in the collection and processing of a product are recorded along with the time completed and the identity of the operator. 

Product records include the proper product name, Product Number, identification of the donor (or unique registry number), allogeneic donor eligibility status, unique identity of intended recipient (or unique registry number) and the final disposition of the product. The content of cellular therapy products is also recorded. Records are maintained in the (Insert manufacturer’s name) product file. 

The Product Number is recorded on the relevant product summary, with instructions to the receiving facility that the Product Number is required for tracking purposes and should be quoted in any communication with (Insert manufacturer’s name) (e.g. communicating clinical outcome information). 
Interruption to Operations

In the event that the facility’s operations are interrupted, the Facility Director and Scientist in Charge are responsible for taking action to minimise any adverse impact on the provision of therapeutic products and to identify alternate arrangements for continuing operation. Depending on the nature and anticipated duration of the interruption, the Facility Director will inform the relevant clinicians of the situation and the alternative arrangements.  

Facility operations are prioritised according their impact on patient care. Replacement equipment is available for equipment identified as critical to the manufacture of therapeutic products and the (Insert name of technical support) provides continuous technical support. 

Specific action plans in the event of power failure, storage equipment failure and microbial contamination of the facility are documented in Contingency Plans. 
document Review 

· Documents (procedures, forms, signature registry, personnel training records, contracts and service agreements) are reviewed annually. 

· Relevant documentation is reviewed during each internal audit. 

· Review of documentation in (Insert name of software application) is recorded even if no change was required. 

MANAGEMENT REVIEW meetings

Management review is an essential tool for managing (Insert manufacturer’s name) activities and achieving stated objectives. The following meetings are held to review operations, plan for the future and communicate changes:

· (Insert manufacturer’s name) Staff Meetings. These meetings are held approximately once a month and are chaired by the Scientist in Charge or Facility Director. 
The purpose of the meeting is to inform staff members of procedure changes and other management decisions that may impact on their activities and to discuss training requirements, production issues, audit results and compliance management. The meeting also provides a forum to plan future work flow, discuss problems and identify areas for improvement.
Staff members sign an attendance record. Absent staff members sign and date the record when fully informed of the meeting business. 

In addition, a short weekly meeting is held specifically to review and plan workflow. 
· (Insert manufacturer’s name) Management Review Meetings. Management review meetings are held once a month and are chaired by the (Insert manufacturer’s name) Medical Director.
Management reviews the findings from internal/external audits, progress with compliance management, documentation changes and review/renewal of service agreements. Regulatory, manufacturing, business and quality improvement activities and issues arising from the staff meetings are discussed and actioned as required. 

· Executive Management Committee Meetings. Formal management review of (Insert manufacturer’s name) activities is conducted a minimum of once a year. The (Insert manufacturer’s name) Medical Director chairs the meeting and tables the (Insert manufacturer’s name) Annual Report for discussion. Once approved, the Annual Report is submitted to the (Insert name of corporate entity). This meeting is also a forum for reassessment of goals, and anticipation of future needs and associated resource requirements to ensure continued compliance with regulatory requirements and ethical responsibilities.

For all of these meetings, with the exception of the weekly workflow meeting, a general agenda is followed and the meeting is minuted. 

product review

Product quality is reviewed at the monthly Management Review Meetings, to ensure consistency of processes and starting materials and finished product. The review includes products that failed to meet specifications, significant deviations, changes carried out to processing, quality related complaints and recalls, previous corrective actions and equipment and utility qualifications. Issues identified, investigations, actions taken and evaluations are recorded in the Compliance Management system. 
A special Management Review Meeting is held annually to conduct a formal Product Review of products manufactured in the previous calendar year, operation of the quality system and facility qualification status. Efficacy and/or outcome results for cellular therapy products administered in the previous year are also reviewed and evaluated. Refer to Product Review. 
CLINICAL REVIEW

Cellular therapy product efficacy is reviewed at the relevant clinical program meeting by the Facility Director, the clinical program team and relevant staff. 

The review includes:

1. Collection processes

2. Processing and product evaluation

3. Microbiological contamination and Product Alerts
4. Time to engraftment following product administration (for HPC products) or product efficacy and/or clinical outcome (for other cellular therapy products)
5. Morbidity – GVHD, serious adverse events

6. Mortality

risk management

Risk management is conducted in compliance with the Australian Regulatory Guidelines for Biologicals and recorded on the Risk Management Form. The risk management procedure and associated tables are documented in Risk Management. Records are stored with the relevant Compliance Management form. 
validation
Policy 

It is (Insert manufacturer’s name) policy to provide data validating each critical process in the manufacture of product and to perform a re-validation study whenever there is significant change to any critical process. Published validated processes are verified by (Insert manufacturer’s name). For further information, refer to Validation Master Plan.
Scope

Critical elements or processes in the manufacture of product.

Definitions

Validation (TGA): The action of proving that any material, process, procedure, activity, system or equipment used in manufacture or control can and will reliably achieve the desired or intended result. 

Validation (NPAAC & FACT-JACIE): Confirmation by examination and the provision of objective evidence that the particular requirements for a specific process, end-points or intended use are fulfilled. 

Validation (Prospective): Taken before manufacture begins. It is an orderly approach to development of procedures. 

Validation (Retrospective): Performed after manufacture has begun and designed to show that the process and procedures are effective and robust, within the likely ranges of variables affecting them. 

Verification: The process of demonstrating that specified performance criteria can be met. 

Procedure

Where possible, prospective validation should be conducted. 

Validation studies are formally reported. The validation report should include:

· Purpose and/or scope of the study protocol

· Responsibilities for protocol design, result analysis and review, report approval and change implementation

· Standards and documents (where applicable)

· Validation outline, including relevant background and listing the critical variables to be measured

· Materials

· Method, with reference to relevant standard procedures (listed under Documents)

· Acceptance criteria

· Results, raw data and graphs or statistical analysis

· Discussion of results in relation to each of the acceptance criteria

· Implementation plan for any change

· Bibliography of relevant published and unpublished data (where applicable)

· Report authorisation

To assist in drafting the validation protocol, a Word template (Validation Report.dot) is available in (Insert name of computer file location). Verification and evaluation studies are also reported using the Word template.

The Facility Director and the Quality Manager or Quality Coordinator are responsible for reviewing and authorising reports.

Authorised reports of validation, verification or evaluation studies, are placed under (Insert name of software application) control. A signed hard copy is stored in the appropriate (Insert name of software application) Validations File. 

information systems

(Insert manufacturer’s name) uses the (Insert name of local area network) local area networks administered by (Insert name of network administrator). The network is backed up at least daily. 

In the event of a network failure, hard copies of all procedures and records, are available in the appropriate areas. Collection, processing and administration of product will not be affected. 

Records

Each therapeutic product is assigned a unique identifier (product number) by which it is possible to trace any product from the recipient to the donor and track all records for the product from the donor to the recipient or final disposition. 
Records are retained in accordance with (Insert name of applicable corporate entity) and regulatory requirements.

Maintenance of quality management records is documented in Record Management. Quality management records are retained for at least 10 years. The Master copy of each controlled document revision is retained for a minimum of 10 years.

Records relating to patient/donor product are retained for a minimum of 20 years from the date of manufacture.

documents

Compliance Management DOC148 
Contingency Plans DOC42

Documenting Procedures DOC104
Equipment DOC55

Internal Audits DOC151

Introduction DOC47

Labelling DOC64

Materials Control DOC54
Microbial Testing DOC67
Organisation DOC48
Personnel and Training DOC49

Product Review DOC152

Quality Software Application DOCXX
Recall and Product Alert DOC69

Record Management DOC52
Release DOC32
Risk Management DOC53
Service Agreements DOC29.
Transport DOC46

Validation Master Plan DOC90
forms

Compliance Management Form FORM79

Competency Record FORM86
Document Review Record FORM78

Equipment Record FORM173
Risk Management Form FORM133
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